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AMENDMENTS 



Tn thk Claims 



This listing of claims will replace all prior versions, and listings, of claims in the application. 



1 , (Currently Amended) A method of ^i,hk h^^iscRfflHUrtjen discriminating among a 
plurality of nucleic acid targets, the method comprising: 

e nha n cing d ifferen ce s in the exlcn t-of-nucK4o -add- ih^^ex4^H^4«jit4>e<^^fi-efti^ of-saJd 
nusleie ncHHft rgcts and at lea s t one - eomn wR-nucMc *twkl-pffobe*by -forming nucleic acid duplexes 
between said nucleic acid targets and said at least on common nucleic acid probe in a hybridisation 
reaction performed in tho presence of a specific association, enhancer under conditions suitable for 
accelerated association of specific duplexes having n pe rfectly matched region of conmlomcntarity . 

whereby differences in the extent of specific duplex formation discriminate arwivg^id nucleic 
aeid targets between matched and mismatched d ni>h-:y, regions at the level of a sintd e nucleotide 
difTeri'iicc, 



2. (Original) The method of claim 1, wherein s.nd specific association enhancer is a culionic 
detergent. 

3. (Original) The method of claim 2, wherein said caliomc detergent is selected from the group 
consisting of tctradccyltrimethylammonium salts, cetylmmethylammonium sails, and 
octadccyltrimcthylammoniurn salts, 

4. (Original) The method of claim 3, wherein said cationic detergent is selected from the group 
consisting of cctyltrimethyl ammonium bromide (CTAIJ), cetyllrimelhyhmmonium chloride (CTAC), 
cctyltTimcthylammonium hydrosulfate (CTAS), tehiKiccylrniiKtliylammouium bromide (TTAR). and 
octadccyHrimcthylammonium bromide (OTAB). 

5. (Currently Amended) The method of claim j(4l} 2, wherein said cationic detergent is 
cctyltrimcthylammonium bromide, 
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6. (Previously Presented) The method of cl dm 1, wherein each of said formed duplexes 
includes a molecule of RNA and a molecule of DMA, 



7* (Previously Presented) The method of clrtim 1, wherein said each of said formed duplexes 
includes two molecules of RNA, 



8, (Previously Presented) The method ofekim I, wherein each of said formed duplexes 
includes a molecule of ON A and a molecule of modified DNA (mDNA). 

9. (Original) The method of claim 8, whorcM iho mDNA molecule includes at least one 
nucleotide modified at the T carbon of ribosc, 



10. (Previously Presented) The method of chum 1 , wherein said at least one common prolx- 
comprises u region of complementarity of at least 16 nucleotides in length to at least one ofsaM targets. 

11. (Previously Presented) The method of claim 1, wherein said at least one common probe 
comprises a region of complementarity of no more tkin 30 nucleotides in length to at least one of said 
targets. 

12. (Previously Presented) The method of claim X, wherein each of said formed duplexes 
includes a nucleic acid molecule no more than 30 nl in length. 

13. (Previously Presented) The method of claim 1 % wherein each of said formed duplexes 
includes a nucleic acid molecule at least 16 nt in lcn&iT). 

14. (Previously Presented) The method of claim 3 3, wherein each of said formed duplexes 
includes a nucleic acid molecule 16-30 nt in length. 

15. (Original) The method of claim 1, wherein s j .»id plurality of targets includes at least. 5 targets 
of distinct sequence. 
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16. (Original) The method of claim 15, wherein said plurality of targets includes at least 100 
targets of distinct sequence. 

17. (Original) The method of claim 1, wherein ?;tid targets ore genomic DNA. 

18. (Original) The method of claim 1 , wherein said targets arc roRNA or cDNA, 

19. (Original) The method of claim 1 , whwin said targets are derived from mammalian nucleic 

acids. 

20. (Original) The method of claim 19, wherein said mammalian nucleic acids aic human nucleic 

acids. 

21. (Original) The method of claim I, wherein said at least one common probe is genomic DNA. 

22. (Original) The method of claim 1, wherein :<n?d at least one common probe is mRNA or 

cDNA. 

23. (Previously Presented) The method of cAu im J , wherein said at least one common pi obc is 
derived from mammalian nucleic acids. 

24. (Original) The method of claim 23, wherein said mammalian nucleic acids are human nucleic 

acids. 

25. (Previously Presented) The method of claim 1 , wherein said formed duplexes arc Ibnncd in a 
common hybridization reaction. 

26. (Previously Presented) The method of claim 1 , wherein said hybridization reaction is a single 
phase solution reaction. 

27. (Previously Presented) The method of claim I , wherein said at least one common probe, or 
each of said targets, is immobilized on a substrate. 
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28. (Previously Presented) The method ol cl:iir^ 1, wherein said at least one probe, or each of 
said targets, is detcctably labeled. 

29. (Previously Presented) The method of ekiin i, wherein said hybridisation reaction comprises 
loss than about 0.7M total ionic salt concentration. 

30. (Previously Presented) The method of ckim I, wherein said hybridization reaction is 
performed at a temperature of no more than about 60°(.\ 

3 1 . (Original) The method of claim 1, wherein ;:t least two of said plurality of tai gels <ii ffer in 
sequence by no more than a single nucleotide, 

32. (Previously Presented) The method of chim J , further comprising, after duplex foimntion: 
adding salt to said hybridization reaction until mid hybridization reaction comprises jyoater lh;m 

0.7M total ionic salt concentration; and 

removing or diluting said specific association enhancer. 

33. (Previously Presented) The method of claim 1 or claim 32, further comprising: 
separating said formed nucleic acid duplexes iron* said hybridization reaction for use in a 

subsequent enzymatic reaction. 

34. (Withdrawn) A method of performing a hybarii/at ion-primed enzymatic reaction, 
comprising: 

hybridizing at least one nucleic acid primer to a m-deic acid template in the presence of an 
effective amount of a specific association enhancer, whetein said at least one primer has a region of 
complementarity to said template, and then 

performing an enzymatic reaction on said duplexed primer. 

35. (Withdrawn) The method of claim 34, wherein said primer is DNA and said template is 

RNA. 
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36. (Withdrawn) The method of claim 34, whetcin said primer is RNA and said template is 

DNA. 

37. (Withdrawn) Tine method of claim 34, wherein said specific association enhancer is a 
cation ic detergent. 

38. (Withdrawn) The method of claim 37, wLciem said cationic detergent is selected from the 
group consisting of tctradccyltrimelhyl ammonium salts, cctyltrimethylammomum salts, and 
octadecyltrimcthylammonium salts. 

39. (Withdrawn) The method of claim 38> wherein said cationic detergent is selected Horn the 
group consisting of cetyltrimethylammonium bromide (CTAB), cetyltrimclhylammoniuin chloride 
(CTAC), cetyltrimethylammonium hydrosulfatc (CTAS), tclrndccyltriincthylammoniiim bromide 
(TTAB), and octadecyltrimcthylammonium bromide (OTAH). 

40. (Withdrawn) The method of claim 39, w: xtrcui said cationic detergent is 
cetyltrimethylammonium bromide, 

41. (Withdrawn) The method of claim 34, win rc\n said enzymatic reaction is selected from the 
group consisting of: polymerization, nuclease digestion, phospharasing, phosphorylation, mottiylation, 
and ligation, 

42. (Withdrawn) The method of claim 41, wherein said enzymatic reaction is polymerization. 

43. (Withdrawn) The method of claim 34, fut\] tcr comprising the step, ;»ftcr probe hybridization 
and before enzymatic reaction, of: 

removing said specific association enhancer, 

44. (Withdrawn) The method of claim 43, further comprising the step, before removing said 
specific association enhancer, of: 

<i 
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adding salt to said hybridization reaction. 



45. (Currently Amended) A method for increasing the specific association rate of a pair of 
single-stranded nucleic acid molecules, the method comprising: 

combining in a reaction mixture a first ,single-s1mndcd molecule and a second $ingle-s? raided 
molecule in the presence of a specific association enhancer, said eomhining bcin^ under conditions 
suitable for accelerated association of the first and kc coud molecules in into a specific nucleic acid 
duplex having a perfectly matched region of c omplem entarity . 
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